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THEREFORE, WE CLAIM: 

1 . A composition comprising: 

(a) at least one bile acid sequestrant; and 

(b) at least one sterol absorption inhibitor represented by Formula (I): 



R FT 
Ar 1 -X m -(C) q -Y n -(C) r Z p 

R R 



Ar J 



-N 



\ 



Ar 2 



(I) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (I) or of the isomers thereof, or prodrugs of the compounds of Formula (I) 
or of the isomers, salts or solvates thereof, wherein in Formula (I) above: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dlower alkyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , - 
0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1 ; 
r is 0 or 1 ; 



25 
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m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that at 
least one of q and r is 1 , and the sum of m, n, p, q and r is 1 , 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
5 lower alkyi, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR 6 R 7 , 

-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

@ io R is 1-5 substituents independently selected from the group consisting of - 

p 

p| or 6 , -o(co)r 6 , -o(co)or 9 , -cxci-y^oR 6 , -o(co)nr 6 r 7 , -nr 6 r 7 , 

j|j -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , - 

? COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , 

Q -O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

W 15 R , R and R are independently selected from the group consisting of 

ill 

p hydrogen, lower alkyi, aryl and aryl-substituted lower alkyi; and 

fU 9 

R is lower alkyi, aryl or aryl-substituted lower alkyi. 

2. The composition according to claim 1 , wherein the at least one bile acid 
20 sequestrant is selected from the group consisting of cholestyramine, colestipol, 

eolesevelam hydrochloride and mixtures thereof. 

3. The composition according to claim 2, wherein the at least one bile acid 
sequestrant comprises cholestyramine. 



4. The composition according to claim 2, wherein the at least one bile acid 
sequestrant comprises colestipol. 



5. 



The composition according to claim 1 , wherein the at least one bile acid 



JJI 

■•5. S 



e e 
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sequestrant is administered to a mammal in an amount ranging from about 1 to about 
50 grams of bile acid sequestrant per day. 

6. The composition according to claim 1 , wherein the sterol absorption 
5 inhibitor is represented by Formula (II) below: 




(II) 



jjj j or a pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the compound 
•HF of Formula (II) or of the salt or solvate thereof. 

O 10 

7. The composition according to claim 1 , wherein the at least one sterol 

111 absorption inhibitor is administered to a mammal in an amount ranging from about 0.1 

o 

ry to about 1000 milligrams of sterol absorption inhibitor per day. 

15 8. The composition according to claim 1 , further comprising at least one 

cholesterol biosynthesis inhibitor. 

9. The composition according to claim 8, wherein the at least one 
cholesterol biosynthesis inhibitor comprises at least one HMG CoA reductase 

20 inhibitor. 

10. The composition according to claim 9, wherein the at least one HMG 
CoA reductase inhibitor is selected from the group consisting of lovastatin, 
pravastatin, fluvastatin, simvastatin, atorvastatin, cerivastatin and mixtures thereof. 

25 



-92- 



1 1 . The composition according to claim 10, wherein the at least one HMG 
CoA reductase inhibitor is simvastatin. 

12. The composition according to claim 1 , further comprising at least one 
PPAR receptor activator. 

13. The composition according to claim 12, wherein the PPAR receptor 
activator is at least one fibric acid derivative is selected from the group consisting of 
fenofibrate, clofibrate, gemfibrozil, ciprofibrate, bezafibrate, clinofibrate, binifibrate, 
lifibrol and mixtures thereof. 

14. The composition according to claim 13, wherein the at least one fibric 
acid derivative is fenofibrate. 

15. The composition according to claim 1 , further comprising nicotinic acid 
or a derivative thereof. 

16. The composition according to claim 1 , further comprising at least one 
AcylCoA:Cholesterol Oacyltransferase Inhibitor. 

17. The composition according to claim 1, further comprising probucol or 
derivatives thereof. 

1 8. The composition according to claim 1 , further comprising at least one 
low-density lipoprotein receptor activator. 

1 9. The composition according to claim 1 , further comprising at least one 
Omega 3 fatty acid. 

20. The composition according to claim 1 , further comprising at least one 
natural water soluble fiber. 



-93- 



21 . The composition according to claim 1 , further comprising at least one of 
plant sterols, plant stanols or fatty acid esters of plant stanols. 

22. The composition according to claim 1, further comprising at least one 
antioxidant or vitamin. 

23. The composition according to claim 1 , further comprising at least one 
hormone replacement therapy composition. 

24. The composition according to claim 1 , further comprising at least one 
obesity control medication. 

25. The composition according to claim 1 , further comprising at least one 
blood modifier different from the compound of Formula (I). 

26. The composition according to claim 1 , further comprising at least one 
cardiovascular agent different from the compound of Formula I. 

27. The composition according to claim 1 , further comprising at least one 
antidiabetic medication. 

28. A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of th^ compositibn of 
claim 1 and a pharmaceutical^ acceptable carrier. 

29. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 1 . 
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30. The method according to claim 29, wherein the vascular condition is 
hyperlipidemia. 

31 . A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (I): 



R R 

Ar 1 -X m -(C) q -Y n -(C) r Z p 

R 1 R 3 



Ar J 



\ 



Ar 2 



(I) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (I) or of the isomers thereof, or prodrugs of the compounds of Formula (I) 
or of the isomers, salts or solvates thereof, wherein in Formula (I) above: 

1 2 

Ar and Ar are independently selected from the group consisting of aryl and 

4 

R -substituted aryl; 

3 - - - - - 5 

Ar is aryl or R -substituted aryl; 

X, Y and Z are independently selected from the group consisting of 
-CH2-, -CH(lower alkyl)- and -C(dilower alkyl)-; 

2 6 

R and R are independently selected from the group consisting of -OR , - 
0(CO)R 6 , -0(CO)OR 9 and -0(CO)NR 6 R 7 ; 

1 3 

R and R are independently selected from the group consisting of hydrogen, 
lower alkyl and aryl; 
q is 0 or 1 ; 
r is 0 or 1 ; 
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m, n and p are independently selected from 0, 1 , 2, 3 or 4; provided that at 
least one of q and r is 1 , and the sum of m, n, p, q and r is 1 , 2, 3, 4, 5 or 6; and 
provided that when p is 0 and r is 1 , the sum of m, q and n is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 
-CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -occi-y^o-cooR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 , -CH=CH-COOR 6 , -CF 3 , -CN, 
-N0 2 and halogen; 

ijio R 5 is 1-5 substituents independently selected from the group consisting of - 



M OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 5 OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 

W -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , 

=P COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , 



6 

■D 

m 



-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

6 7 8 

15 R,R and R are independently selected from the group consisting of 

I 

J hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

J 9 

R is lower alkyl, aryl or aryl-substituted lower alkyl 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
20 obesity or lowering a concentration of a sterol in plasma of a mammal. 

32. A therapeutic combination according to claim 31 , wherein the at least 
one bile acid sequestrant is administered concomitantly with the at least one sterol 
absorption inhibitor. 



25 



33. A therapeutic combination according to claim 31 , wherein the at least 
one bile acid sequestrant and the at least one sterol absorption inhibitor are present in 
separate treatment compositions. 
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34. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the therapeutic combination of claim 31 . 

5 

35. A composition comprising: (a) at least one bile acid sequestrant; and (b) 
a compound represented by Formula (II) below: 




tJio or pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the compound of 

fy Formula (II) or of the salt or solvate thereof. 

m 
p 

FU 36. A therapeutic combination comprising: (a) a first amount of at least one 

bile acid sequestrant; and (b) a second amount of a compound represented by 

15 Formula (II) below: 




or pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the compound of 
Formula (II) or of the salt or solvate thereof, wherein the first amount and the second 
amount together comprise a therapeutically effective amount for the treatment or 
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prevention of a vascular condition, diabetes, obesity or lowering a concentration of a 
sterol in plasma of a mammal. 

37. A composition comprising: 

(a) at least one bile acid sequestrant; and 



(b) at least one sterol absorption inhibitor represented by Formula (III): 



R 

Ar 1 -A-Y^C-Z D 



Ar J 



O 



0 



-N 



N Ar* 



(III) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (III) or of the isomers thereof, or prodrugs of the compounds of Formula 
(III) or of the isomers, salts or solvates thereof, wherein, in Formula (III) above: 

1 3 

Ar is R -substituted aryl; 

2 4 

Ar is R -substituted aryl; 

3 5 

Ar is R -substituted aryl; 

Y and Z are independently selected from the group consisting of -CH 2 -, 
-CH(lower alkyl)- and -C(dilower alkyl)-; 

A is selected from -O-, -S-, -S(O)- or -S(0) 2 -; 

R 1 is selected from the group consisting of -OR 6 , -0(CO)R 6 , -0(CO)OR 9 and - 

6 7 2 

0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 

1 2 

aryl; or R and R together are =0; 
q is 1, 2 or 3; 
p is 0, 1, 2, 3 or 4; 

5 

R is 1-3 substituents independently selected from the group consisting of - 
OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OtCH^^OR 9 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
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-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 -lower alkyl, 
-NR 6 S0 2 -aryl. -HONR 6 R 7 : -COR 6 ; -S0 2 NR 6 R 7 . S(O) 0 2 -alkyl. S(O) 02 -aryl, 

6 6 7 

-O(CH 2 ) 1 . 10 -COOR , -O(CH 2 ) 1 . 10 CONR R , o-halogeno, m-halogeno, o-lower alkyl, m- 

6 6 

lower alkyl, -(lower alkylene)-COOR , and -CH=CH-COOR ; 

3 4 

5 R and R are independently 1-3 substituents independently selected from the 

5 

group consisting of R , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and 
p-halogeno; 

6 7 8 

^ R , R and R are independently selected from the group consisting of 

C3 hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

%zj g 

Ulio R is lower alkyl, aryl or aryl-substituted lower alkyl. 

SJ 
Ul 

a 38. A pharmaceutical composition for the treatment or prevention of a 

2 vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 

Wis of a mammal, comprising a therapeutically effective amount of the composition of 

Ul 

g claim 37 and a pharmaceutical^ acceptable carrier. 

ffi 

39. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 

20 step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 37. 

40. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

25 



(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (III): 
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R 1 




Ar'-A-Yq-C-Zp. 
R 2 



(III) 

or isomers thereof, or pharmaceutically acceptable salts or solvates of the compounds 
5 of Formula (III) or of the isomers thereof, or prodrugs of the compounds of Formula 
(III) or of the isomers, salts or solvates thereof, wherein, in Formula (III) above: 

1 3 

y. Ar is R -substituted aryl; 

Ar is R -substituted aryl; 

In 3 5 

£j Ar is R -substituted aryl; 

sfho Y and Z are independently selected from the group consisting of -CH 2 -, 

.JS -CH(lower alkyl)- and -C(dilower alkyl)-; 

q A is selected from -O-, -S-, -S(O)- or -S(0) 2 -; 

L^s 1 6 6 9 

fl'i R is selected from the group consisting of -OR , -0(CO)R , -0(CO)OR and - \ 

\ nj 6 7 2 

z: 0(CO)NR R ; R is selected from the group consisting of hydrogen, lower alkyl and 

fy i5 aryl; or R and R together are =0; 
q is 1, 2 or 3; 
p is 0, 1, 2, 3 or 4; 

5 

R is 1-3 substituents independently selected from the group consisting of - 
- OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -©(CH^^gOR 9 , -0(CO)NR 6 R 7 , -NR 6 R 7 



20 -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 -lower alkyl, 

-NR 6 S0 2 -aryl, -CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 -alkyl, S(O) 0 . 2 -aryl, 

6 6 7 

-O(CH 2 ) 1 . 10 -COOR , -©(CH^.^CONR R , o-halogeno, m-halogeno, o-lower alkyl, m- 

6 6 

lower alkyl, -(lower alkylene)-COOR , and -CH=CH-COOR ; 

3 4 

R and R are independently 1-3 substituents independently selected from the 

5 

25 group consisting of R , hydrogen, p-lower alkyl, aryl, -N0 2 , -CF 3 and 
p-halogeno; 
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6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; and 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl, 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 

41 . A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
10 step of administering to a mammal in need of such treatment an effective amount of 
the therapeutic combination of claim 40. 



*y 42. A composition comprising: 

% (a) at least one bile acid sequestrant; and 

^15 

h* (b) at least one sterol absorption inhibitor represented by Formula (IV): 

nJ 

m 



20 



Ar 1 -R 1 -Q. )L? 



4 N 

"Ar 2 

(IV) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (IV) or of the isomers thereof, or prodrugs of the compounds of Formula 
(IV) or of the isomers, salts or solvates thereof, wherein, in Formula (IV) above: 

2 2 

A is selected from the group consisting of R -substituted heterocycloalkyl, R - 

2 2 

25 substituted heteroaryl, R -substituted benzofused heterocycloalkyl, and R -substituted 
benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 
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2 4 

Ar is aryl or R -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 

"R|— (R 6 ) a 
spiro group v ' b ; and 

R 1 is selected from the group consisting of: 
5 -(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q can 

also be zero or 1 ; 

-(CH 2 ) e -G-(CH 2 ) r -, wherein G is -O-, -C(O)-, phenylene, -NR 8 - or 
tL -S(O) 0 _ 2 -, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

P -(C 2 -C 6 alkenylene)-; and 

C5 

Hi 10 -(CH 2 ) f -V-(CH 2 ) g -, wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0-5, 

U| provided that the sum of f and g is 1-6; 

5 

R is selected from: 



f*k l l ii I I I 

{J -CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-, -N- f or - + NO" ; 

nj 

yj R 6 and R 7 are independently selected from the group consisting of 

13 

nj 15 -CH 2 -, -CHCC^Ce alkyl)-, -C(dHC^-C 6 ) alkyl), -CH=CH- and 

5 6 5 

-C(C,-C 6 alkyl)=CH-; or R together with an adjacent R , or R together with an 
adjacent R 7 , form a -CH=CH- or a -CH=C(C 1 -C 6 alkyl)- group; 



a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided 
that when R 6 is -CH=CH- or -C(C 1 -C 6 alkyl)=CH-, a is i f provided that when R 7 is - 

g 

20 CH=CH- or -0(0,-06 alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R 's can 

be the sami 
or different; 



be the same or different; and provided that when b is 2 or 3, the R 7 's can be the same 



and when Q is a bond, R 1 also can be selected from: 

R io R 12 R 10 R 10 

-M-Y d -C-Z-, -X m -(C) 8 -Y n -(C) t -Zp- or -x r (C) v -Y k -S(O) 0 . 2 -; 
R 11 R 13 R 11 R 11 
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where M is -O-, -S-, -S(O)- or -S(0) 2 -; 

X, Y and Z are independently selected from the group consisting of 
-CH 2 -, -CH(C r C 6 alkyl)- and -C(di-(C r C 6 ) alkyl); 

10 12 

R and R are independently selected from the group consisting of 
-OR 14 , -0(CO)R U , -0(CO)OR 16 and -0(CO)NR 14 R 15 ; 

11 13 

R and R are independently selected from the group consisting of hydrogen, 

10 11 12 13 

(C^-C^alkyl and aryl; or R and R together are =0, or R and R together are =0 
d is 1 , 2 or 3; 
h is 0, 1, 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; provided that at least 
one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; provided that when p is 0 
and t is 1, the sum of m, s and n is 1-5; and provided that when p is 0 and s is 1, the 
sum of m, t and n is 1-5; 

v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
consisting of hydrogen, (C^-C^alkyl, (C 2 -C 10 )alkenyl, (C 2 -C 10 )alkynyl, 

17 17 

(C 3 -C 6 )cycloalkyl, (C 3 -C 6 )cycloalkenyl, R -substituted aryl, R -substituted benzyl, 

17 17 14 15 14 15 

R -substituted benzyloxy, R -substituted aryloxy, halogeno, -NR R , NR R (C r 
C 6 alkylene)-, NR 1 V^OXCVCq alkylene)-,-NHC(0)R 16 , OH, 

C r C 6 alkoxy, -OC(0)R 16 , -COR 14 , hydroxy^-C^alkyl, 

- _._ — — ^ _ — __. ._. _...„__ _ — 

(C r C 6 )alkoxy(C r C 6 )alkyl, N0 2 , -S(O) 0 . 2 R , -S0 2 NR R and 

14 2 2 

-(C 1 -C 6 alkylene)COOR ; when R is a substituent on a heterocycloalkyl ring, R is 

°L^(CH 2 ) 1 . 2 2 
as defined, or is =0 or o' ; and, where R is a substituent on a 

substitutable ring nitrogen, it is hydrogen, (C 1 -C 6 )alkyl, aryl, (C^CgJalkoxy, aryloxy, 

18 18 

(C^CgJalkylcarbonyl, arylcarbonyl, hydroxy, -(CH 2 ) 1 _ 6 CONR R , 



•A. 
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D 18 

i or | > 



(CH 2 )o-4 ^ ° 



wherein J is -O-, -NH-, -NR 18 - or-CH 2 -; 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C 1 -C 6 )alkyl v 

5 -OR 14 , -0(CO)R 14 , -0(CO)OR 16 , -0(CH 2 V 5 OR 14 , -0(CO)NR U R 15 , -NR 14 R 15 f 

14 15 14 16 14 15 19 14 16 14 

-NR (CO)R ,-NR (CO)OR , -NR (CO)NR R , -NR SO2R , -COOR , 

H -CONR 14 R 15 , -COR 14 , -S02NR 14 R 15 , S(O) 0 . 2 R 16 , -Ofd-y^-COOR 14 , 

I -OCCH^.^CONR^R 15 , -(C 1 -C 6 alkylene)-COOR 14 , -CH=CH-COOR 14 , -CF 3 , -CN, - 
|f! N0 2 and halogen; 

jio R 8 is hydrogen, (C^C^alkyl, aryl (C^C^alkyl, -0(O)R 14 or -COOR 14 ; 

j: 9 17 

R and R are independently 1-3 groups independently selected from the 
Q group consisting of hydrogen, (C,-C 6 )alkyl, (C^C^alkoxy, -COOH, N0 2 , 

fy -NR 14 R 15 , OH and halogeno; 

1*1 

14 15 

□ R and R are independently selected from the group consisting of hydrogen, 

m 

'"15 (C-j-CgJalkyl, aryl and aryl-substituted (C r C 6 )alkyl; 

16 17 

R is (C 1 -C 6 )alkyl, aryl or R -substituted aryl; 

18 

R is hydrogen or (C^C^alkyl; and 

19 

R is hydrogen, hydroxy or (C^C^alkoxy. 



20 43. A pharmaceutical composition for the treatment or prevention of a 

vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 
claim 42 and a pharmaceutical^ acceptable carrier. 
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44. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
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step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 42. 

45. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (IV): 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (IV) or of the isomers thereof, or prodrugs of the compounds of Formula 
(IV) or of the isomers, salts or solvates thereof, wherein, in Formula (IV) above: 

2 2 

A is selected from the group consisting of R -substituted heterocycloalkyl, R - 

2 2 

substituted heteroaryl, R -substituted benzofused heterocycloalkyl, and R -substituted 
benzofused heteroaryl; 

1 3 

Ar is aryl or R -substituted aryl; 

2 4 

Ar is aryl or R -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, forms the 



Ar 



1 -R 1 -Q 





"At 2 



(IV) 



spiro group 




(R 6 ), 



a 



and 



R is selected from the group consisting of: 

-(CH 2 ) q -, wherein q is 2-6, provided that when Q forms a spiro ring, q can 
also be zero or 1 ; 
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-(CH 2 ) e -G-(CH 2 ) r -, wherein G is -O-, -C(O)-, phenylene, -NR 8 - or 
-R(0) c 2 _ r e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C 2 -C 6 alkenylene)-; and 

-(CH 2 ) f -V-(CH 2 ) g -, wherein V is C 3 -C 6 cycloalkylene, f is 1-5 and g is 0-5, 
provided that the sum of f and g is 1-6; 

5 

R is selected from: 

ii II i I I 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 9 )-, -N-, or- + NO" ; 

6 7 

R and R are independently selected from the group consisting of 



0 -CH 2 -, -CHCC^Ce alkyl)-, -C(d\-(C,-C 6 ) alkyl), -CH=CH- and 

^ 5 6 5 

ui io -C{C^-C Q alkyl)=CH-; or R together with an adjacent R , or R together with an 

01 adjacent R , form a -CH=CH- or a -CH=C(C r C 6 alkyl)- group; 

y 

> a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided 

g that when R is -CH=CH- or -C(C r C 6 alkyl)=CH-, a is 1 ; provided that when R is - 

ru CH=CH- or -C(C r C 6 alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R 6, s can 

s m 

Ml 7 

P 15 be the same or different; and provided that when b is 2 or 3, the R 's can be the same 
ff W or different; 

and when Q is a bond, R 1 also can be selected from: 

R io R 12 R 10 R 10 

-M"Y d -C-Z h -, -X m -(C) 8 -Y n -(C) t -Zp- or -x r (C) v -Y k -S(O) 0 , 2 -; 
R 11 R 13 ru R 1 - 1 

where M is -O-, -S-, -S(O)- or -S(0) 2 -; 
20 X, Y and Z are independently selected from the group consisting of 

-CH 2 -, -CH(C 1 -C 6 alkyl)- and -C(di-(C r C 6 ) alkyl); 

10 12 

R and R are independently selected from the group consisting of 
-OR 14 , -0(CO)R U , -0(CO)OR 16 and -0(CO)NR U R 15 ; 

11 13 

R and R are independently selected from the group consisting of hydrogen, 

10 11 12 13 

25 (C^CgJalkyl and aryl; or R and R together are =0, or R and R together are =0; 




d is 1,2 or 3; 

h is 0, 1, 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; provided that at least 
one of s and t is 1, and the sum of m, n, p, s and t is 1-6; provided that when p is 0 
5 and t is 1 , the sum of m, s and n is 1 -5; and provided that when p is 0 and s is 1 , the 
sum of m, t and n is 1-5; 
v is 0 or 1 ; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

2 

R is 1-3 substituents on the ring carbon atoms selected from the group 
i 10 consisting of hydrogen, (C 1 -C 10 )alkyl y (C 2 -C 10 )alkenyl, (C 2 -C 10 )alkynyl, 

17 17 

y (C 3 -C 6 )cycloalkyl, (C 3 -C 6 )cycloalkenyl, R -substituted aryl, R -substituted benzyl, 

m R -substituted benzyloxy, R -substituted aryloxy, halogeno, -NR R , NR R (C r 

~~-4 

jjl C 6 alkylene)-, NR 14 R 15 C(0)(C r C 6 alkylene)-,-NHC(0)R 16 , OH, 
C,-C 6 alkoxy, -OC(0)R 16 , -COR 14 , hydroxy(C,-C 6 )alkyl, 



15 (C^CeJalkoxyCC^CgJalkyl, N0 2 , -S(O) 0 . 2 R 16 , -S0 2 NR 14 R 15 and 



n - 14 2 2 

"(C^Ce alkylene)COOR ; when R is a substituent on a heterocycloalkyl ring, R is 

P 

as defined, or is =0 or o' ; and, where R is a substituent on a 

substitutable ring nitrogen, it is hydrogen, (C r C 6 )alkyl, aryl, (C^C^alkoxy, aryloxy, 

18 18 

(C r C 6 )alkylcarbonyl, arylcarbonyl, hydroxy, -(CH 2 ) 1 _ 6 CONR R , 



r> - X> 



20 (CH2)o 

wherein J is -O-, -NH-, -NR 18 - or -CH 2 -; 

3 4 

R and R are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (C^-C^alkyl, 

-OR 14 , -0(CO)R 14 , -0(CO)OR 16 , -OCCH^OR 14 , -0(CO)NR 14 R 15 , -NR 14 R 15 , - 

14 15 14 16 14 15 19 14 16 14 

25 NR (CO)R ,-NR (CO)OR , -NR (CO)NR R , -NR SO2R , -COOR , 
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-CONR 14 R 15 , -COR 14 , -S02NR 1 V 5 , S(O) 0 . 2 R 16 , -OfCHg^-COOR 14 , 

-0(GH 2 )-. i0 noNR 14 R 15 r -(C r C s alkylene)-COOR 14 , -CH=CH-COOR U , -CF 3 , -CN, - 

N0 2 and halogen; 

R 8 is hydrogen, (C^C^alkyl, aryl (C,-C 6 )alkyl v -C(0)R U or -COOR 14 ; 

9 17 

5 R and R are independently 1-3 groups independently selected from the 

group consisting of hydrogen, (C^C^alkyl, (C^CgJalkoxy, -COOH, N0 2 , 

-NR 14 R 15 , OH and halogeno; 

14 15 

lj, R and R are independently selected from the group consisting of hydrogen, 

□ (C r C 6 )alkyl, aryl and aryl-substituted (C 1 -C 6 )alkyl; 

-Q 

16 17 

Who R is (C 1 -C 6 )alkyl v aryl or R -substituted aryl; 

:2 18 

Ml R is hydrogen or (C^C^alkyl; and 

* R 19 is hydrogen, hydroxy or (C r C 6 )alkoxy, 

Q wherein the first amount and the second amount together comprise a therapeutically 
py effective amount for the treatment or prevention of a vascular condition, diabetes, 
yi 15 obesity or lowering a concentration of a sterol in plasma of a mammal. 

fU 

46. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 

20 the therapeutic combination of claim 45. 

47. A composition comprising: 

(a) at least one bile acid sequestrant; and 



25 



(b) at least one sterol absorption inhibitor represented by Formula (V): 




or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 

5 of Formula (V) or of the isomers thereof, or prodrugs of the compounds of Formula (V) 

or of the isomers, salts or solvates thereof, wherein, in Formula (V) above: 
1 10 

U Ar is aryl, R -substituted aryl or heteroaryl; 

Q 2 4 

g Ar is aryl or R -substituted aryl; 

ill 3 5 -~ 

Ar is aryl or R -substituted aryl; 
plio X and Y are independently selected from the group consisting of -CH 2 -, 

■P -CH(lower alkyl)- and -C(dilower alkyl )-; 

b 6 6 9 6 7 1 

Q R is -OR , -0(CO)R , -0(CO)OR or-0(CO)NR R ; R is hydrogen, lower alkyl 

fy or aryl; or R and R 1 together are =0; 
g q is 0 or 1 ; 

RJi5 r is 0, 1 or 2; 

m and n are independently 0, 1 , 2, 3, 4 or 5; provided that the sum of m, n and 
q is 1 , 2, 3, 4 or 5; 

4 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OCCI-y^OR 6 , -0(CO)NR 6 R 7 , 
20 -nr 6 r 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -nr 6 so2R 9 , -coor 6 , 
-CONR 6 R ? , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -OCCH^^^-COOR 6 , 
-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

5 

R is 1-5 substituents independently selected from the group consisting of - 
OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
25 -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , - 
COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , -O(CH 2 ) 1 . 10 CONR 6 R 7 , -CF 3 , 
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-CN, -N0 2 , halogen, -(lower alkylene)COOR and -CH=CH-COOR ; 

6 7 8 

R . R and R are independently selected from the qroup consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 

10 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -OCChy^OR 6 , -0(CO)NR 6 R 7 , 

-nrV, -nr 6 (co)r 7 , -nr 6 (co)or 9 , -nr 6 (co)nr 7 r 8 , -nr 6 so 2 r 9 , -coor 6 , 
-conr 6 r 7 , -cor 6 , -s0 2 nr 6 r 7 , -s(o) 0 _ 2 r 9 , -o(ch 2 ) 1 . 10 -coor 6 , 

-O(CH 2 ) 1-10 CONR 6 R 7 , -CF 3 , -CN, -N0 2 and halogen. 

48. A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 
claim 47 and a pharmaceutical^ acceptable carrier. 

49. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 47. 

50. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (V): 



Ar 1 - 



R 
I 



S(O), 



.Ar 2 



O' 



-N 



s Ar 3 
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(V) 

or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (V) or of the isomers thereof, or prodrugs of the compounds of Formula (V) 
5 or of the isomers, salts or solvates thereof, wherein, in Formula (V) above: 

1 10 

Ar is aryl, R -substituted aryl or heteroaryl; 

2 4 

Ar is aryl or R -substituted aryl; 

3 5 

Ar is aryl or R -substituted aryl; 

X and Y are independently selected from the group consisting of -CH 2 -, 
h*io -CH(lower alkyl)- and -C(dilower alkyl)-; 

q 6 6 9 6 7 1 

3 R is -OR 6 , -0(CO)R 6 , -0(CO)OR 9 or -0(CO)NR 6 R 7 ; R 1 is hydrogen, lower alkyl 

in 1 

or aryl; or R and R together are =0; 

~ ; q is 0 or 1 ; 

yy 

M r is 0, 1 or 2; , 

q 15 m and n are independently 0, 1 , 2, 3, 4 or 5; provided that the sum of m, n and 

H q is 1, 2, 3, 4 or 5; 

iU 4 

m R is 1-5 substituents independently selected from the group consisting of 

Sj lower alkyl, -OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) M OR 8 , -0(CO)NR 6 R 7 , 

-NR 6 R 7 , -NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S02R 9 , -COOR 6 , 
20 -CONR 6 R 7 , -COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , 

-O(CH 2 ) 1 . 10 CONR 6 R 7 , -(lower alkylene)COOR 6 and -CH=CH-COOR 6 ; 

5 " - 

R is 1-5 substituents independently selected from the group consisting of - 
OR 6 , -0(CO)R 6 , -0(CO)OR 9 , -0(CH 2 ) 1 . 5 OR 6 , -0(CO)NR 6 R 7 , -NR 6 R 7 , 
-NR 6 (CO)R 7 , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , -CONR 6 R 7 , - 
25 COR 6 , -S0 2 NR 6 R 7 , S(O) 0 . 2 R 9 , -O(CH 2 ) 1 . 10 -COOR 6 , -O(CH 2 ) 1 . 10 CONR 6 R 7 , -CF 3 , 

6 6 

-CN, -N0 2 , halogen, -(lower alkylene)COOR and -CH=CH-COOR ; 

6 7 8 

R , R and R are independently selected from the group consisting of 
hydrogen, lower alkyl, aryl and aryl-substituted lower alkyl; 

9 

R is lower alkyl, aryl or aryl-substituted lower alkyl; and 
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10 

R is 1-5 substituents independently selected from the group consisting of 
lower alkyl. -OR 6 : -0(CO)R 6 . -0(CO)OR 9 , -OfCI-y^OR 6 . -0(CO)NR 6 R 7 , 
-NR 6 R 7 , -NR 6 (CO)R ? , -NR 6 (CO)OR 9 , -NR 6 (CO)NR 7 R 8 , -NR 6 S0 2 R 9 , -COOR 6 , 
-CONrV, -COR 6 , -S0 2 NR 6 R 7 , -S(O) 0 . 2 R 9 , -©(CH^.-.o-COOR 6 , 

5 -O(CH 2 ) 1 . 10 CONR 6 R 7 > -CF 3 , -CN, -N0 2 and halogen, 

wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 

1=4 

pio 51 . A method of treating or preventing a vascular condition, diabetes, 

■Q obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 

yl 

Si step of administering to a mammal in need of such treatment an effective amount of 

m 



the therapeutic combination of claim 50. 



q15 52. A composition comprising: 

(a) at least one bile acid sequestrant; and 



(b) at least one sterol absorption inhibitor represented by Formula (VI): 



R 4 

X R-(R 2 )v A / R20 
(Rs)u- 



■N 



/ R 

(VI) 

or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (VI) or of the isomers thereof, or prodrugs of the compounds of Formula 
(VI) or of the isomers, salts or solvates thereof, wherein: 
25 Ri is 
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-CH-, -Cflower alkyl)-, -fcF-, -fc(OH)-, -fc(C 6 H 5 )-, -fc(C 6 H 4 -R 15 )-, 

• i 

- N- or O" ; 

R2 and R3 are independently selected from the group consisting of: 
-CH2-, -CH(lower alkyl)-, -C(di-lower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
5 R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
-CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1 , 2 or 3, provided both are not zero; provided that 
when R2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1 ; provided that when R3 is - 
tt CH=CH- or -Cflower alkyl)=CH-, u is 1 ; provided that when v is 2 or 3, the R2's can be 
Q 10 the same or different; and provided that when u is 2 or 3, the R3's can be the same or 

■in 

%i different; 

|] R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1 , 2, 3, 4 or 5; 

*P B-(CH2)q-, wherein q is 0, 1 , 2, 3, 4, 5 or 6; 

P B-(CH2)e-Z-(CH2)r> wherein Z is -O-, -C(O)-, phenylene, -N(Rs)- or -S(O)0-2-, e is 0, 

M 

fy 15 1 , 2, 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 1,2, 3, 4, 
i 5 or 6; 

FU B-(C2-C6 alkenylene)-; 

B-(C4-C6 alkadienylene)-; 

B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 1, 
20 2 or 3, provided that the sum of t and the number of carbon atoms in the alkenylene 
chain is 2,-3,-4, 5 or 6; - 

B-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1 , 2, 3, 4 or 5 and g is 0, 
1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkenylene)- or 
25 B-(C2-C6 alkenylene)-V-(CH2)t-, wherein V and t are as defined above, provided that 
the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 or 6; 
B-(CH2)a-Z-(CH2)b-V-(CH2)d-. wherein Z and V are as defined above and a, b and d 
are independently 0, 1 , 2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 3, 
4, 5 or 6; or 
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T-(CH2)s-» wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1 , 2, 3, 4, 5 or 6; or 



R1 and R4 together form the group b-<jH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 



W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, 

R7-benzyl, benzyloxy, R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, NO2, 
-N(R8)(R9), N(R8)(R9)-lower alkylene-, N(R8)(R9)-lower alkylenyloxy-, OH, halogeno, 
-CN, -N3, -NHC(0)OR10, -NHC(0)R10, R11O2SNH-, (Rn02S)2N-, -S(0)2NH2, - 
S(O)0-2R8, tert-butyldimethyl-silyloxymethyl, -C(0)Ri2, 
-COOR19, -CON(R8)(R9), -CH=CHC(0)R12, -lower alkylene-C(0)Ri2, 
Rl0C(O)(lower alkylenyloxy)-, N(Rs)(R9)C(0)(lower alkylenyloxy)- and 



and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(O)ORi0, - 
C(O)Ri0, OH, N(R8)(Rg)-lower alkylene-, 

N(R8)(R9)-lower alkylenyloxy-, -S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(R8)(R9)> OH, and halogeno; 

R8 and Rg are independently selected from H or lower alkyl; 




-_CH 2 - R. 



13 



for substitution on ring carbon atoms, 
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R10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 
R11 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 
R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 

N — / , -N(R8)(R9), lower alkyl, phenyl or R7-phenyl; - 
R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)Rig; 
5 R15, R16 and R17 are independently selected from the group consisting of H 

and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

H- R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 

g 

p R20 and R21 are independently selected from the group consisting of phenyl, 

| s {io W-substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 

Wl tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 

U J 

heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
L is as defined above. 

u 

nj 

jjjis 53. A pharmaceutical composition for the treatment or prevention of a 

Wj vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 

of a mammal, comprising a therapeutically effective amount of the composition of 

claim 52 and a pharmaceutical^ acceptable carrier. 

20 54. A method of treating or preventing a vascular condition, diabetes, 

obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 52. 

25 55. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 



(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (VI): 
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m 

■Si 

m 
ui 



^Ri— (R 2 )v A / P " 



(R 3 )u- 



O R 21 

(VI) 

or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
5 of Formula (VI) or of the isomers thereof, or prodrugs of the compounds of Formula 

h* (VI) or of the isomers, salts or solvates thereof, wherein: 

Q D . 

r=j R1 IS 



I I III I 

N -CH-, -C(lower alkyl)-, -CF-, -C(OH)-, -C(C 6 H 5 )-, -C(C 6 H 4 -Ri 5 )-, 

m 

-N- or J NO" ; 



pio R2 and R3 are independently selected from the group consisting of: 

■fij -CH2-, -CH(lower alkyl)-, -C(di-lower alkyl)-, -CH=CH- and -C(lower alkyl)=CH-; or 
Vj R1 together with an adjacent R2, or R1 together with an adjacent R3, form a 
fU -CH=CH- or a -CH=C(lower alkyl)- group; 

u and v are independently 0, 1 , 2 or 3, provided both are not zero; provided that 
15 when R2 is -CH=CH- or -C(lower alkyl)=CH-, v is 1 ; provided that when R3 is - 

CH=CH- or -C(lower alkyl)=CH-, u is 1 ; provided that when v is 2 or 3, the R2's can be 
the same or different; and provided that when u is 2 or 3, the R3's_can be the same or 
different; 

R4 is selected from B-(CH2)mC(0)-, wherein m is 0, 1 , 2, 3, 4 or 5; 
20 B-(CH2)q-, wherein q is 0, 1 , 2, 3, 4, 5 or 6; 

B-(CH2)e-Z-(CH2)r, wherein Z is -O-, -C(O)-, phenylene, -N(R8)- or -S(O)0-2-, e is 0, 
1 , 2, 3, 4 or 5 and r is 0, 1 , 2, 3, 4 or 5, provided that the sum of e and r is 0, 1 , 2, 3, 4, 
5 or 6; 

B-(C2-C6 alkenylene)-; 
25 B-(C4-C6 alkadienylene)-; 
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B-(CH2)t-Z-(C2-C6 alkenylene)-, wherein Z is as defined above, and wherein t is 0, 1 , 
2 or 3, provided that the sum of t and the number of carbon atoms in the alkenylene 
chain is 2, 3, 4, 5 or 6; 

B-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1 , 2, 3, 4 or 5 and g is 0, 
1 , 2, 3, 4 or 5, provided that the sum of f and g is 1 , 2, 3, 4, 5 or 6; 
B-(CH2)t-V-(C2-C6 alkenylene)- or 

B-(C2-C6 alkenylene)-V-(CH2)t-, wherein V and t are as defined above, provided that 
the sum of t and the number of carbon atoms in the alkenylene chain is 2, 3, 4, 5 or 6; 
B-(CH2)a-Z-(CH2)b-V-(CH2)d-, wherein Z and V are as defined above and a, b and d 
are independently 0,1,2, 3, 4, 5 or 6, provided that the sum of a, b and d is 0, 1 , 2, 3, 
4, 5 or 6; or 

T-(CH2)s-, wherein T is cycloalkyl of 3-6 carbon atoms and s is 0, 1 , 2, 3, 4, 5 or 6; or 



Rl and R4 together form the group B-CH=C- ; 

B is selected from indanyl, indenyl, naphthyl, tetrahydronaphthyl, heteroaryl or 
W-substituted heteroaryl, wherein heteroaryl is selected from the group consisting of 
pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, thiazolyl, pyrazolyl, 
thienyl, oxazolyl and furanyl, and for nitrogen-containing heteroaryls, the N-oxides 
thereof, or 



W is 1 to 3 substituents independently selected from the group consisting of 
lower alkyl, hydroxy lower alkyl, lower alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkoxycarbonylalkoxy, (lower alkoxyimino)-lower alkyl, lower alkanedioyl, lower alkyl 
lower alkanedioyl, allyloxy, -CF3, -OCF3, benzyl, 

R7-benzyl, benzyloxy, R7-benzyloxy, phenoxy, R7-phenoxy, dioxolanyl, NO2, 
-N(R8)(Rg), N(R8)(R9)-lower alkylene-, N(R8)(R9)-lower alkylenyloxy-, OH, halogeno, 
-CN, -N3, -NHC(O)ORi0, -NHC(O)Ri0, Rl 1O2SNH-, (Rn02S)2N-, -S(0)2NH2, - 
S(O)0-2R8> tert-butyldimethyl-silyloxymethyl, -C(0)Ri2, 




R17 
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-COOR19, -CON(R8)(R9). -CH=CHC(0)Ri2, -lower alkylene-C(0)Ri2, 
Rl0C(O)(lower alkylenyloxy)-, N(R8)(R9)C(0)(lower alkylenyloxy)- and 



- CH 2 - N 




for substitution on ring carbon atoms, 



and the substituents on the substituted heteroaryl ring nitrogen atoms, when present, 
are selected from the group consisting of lower alkyl, lower alkoxy, -C(0)ORio, - 
C(O)Ri0, OH, N(R8)(R9)-loweralkylene-, 

N(R8)(R9)-lower alkylenyloxy-, -S(0)2NH2 and 2-(trimethylsilyl)-ethoxymethyl; 

R7 is 1-3 groups independently selected from the group consisting of lower 
alkyl, lower alkoxy, -COOH, NO2, -N(R8)(R9), OH, and halogeno; 

R8 and Rg are independently selected from H or lower alkyl; 

R10 is selected from lower alkyl, phenyl, R7-phenyl, benzyl or R7-benzyl; 

Rl 1 is selected from OH, lower alkyl, phenyl, benzyl, R7-phenyl or R7-benzyl; 

R12 is selected from H, OH, alkoxy, phenoxy, benzyloxy, 



R13 is selected from -O-, -CH2-, -NH-, -N(lower alkyl)- or -NC(0)R19; 

R15> R16 and R17 are independently selected from the group consisting of H 
and the groups defined for W; or R15 is hydrogen and R16 and R17, together with 
adjacent carbon atoms to which they are attached, form a dioxolanyl ring; 

R19 is H, lower alkyl, phenyl or phenyl lower alkyl; and 

R20 and R21 are independently selected from the group consisting of phenyl, - 
W-substituted phenyl, naphthyl, W-substituted naphthyl, indanyl, indenyl, 
tetrahydronaphthyl, benzodioxolyl, heteroaryl, W-substituted heteroaryl, benzofused 
heteroaryl, W-substituted benzofused heteroaryl and cyclopropyl, wherein heteroaryl 
is as defined above, 

wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 



- N 




, -N(R8)(Rg), lower alkyl, phenyl or R7-phenyl; 
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56. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the therapeutic combination of claim 55. 

57. A composition comprising: 

(a) at least one bile acid sequestrant; and 



(b) at least one sterol absorption inhibitor represented by Formula (VIIA) or 



hHO (VIIB): 

\ a 

a 



m 
w 

was 



15 



20 



or 



B' — D 





(VIIA) 



O' R4 

(VIIB) 

or isomers thereof, or pharmaceutically acceptable salts or solvates of the compounds 
of Formulae (VIIA) or (VIIB) or of the isomers thereof, or prodrugs of the compounds 
of Formulae (VIIA) or (VIIB) or of the isomers, salts or solvates thereof, wherein in 
Formulae (VIIA) and (VIIB): 

A is -CH=CH-, -C=C- or -(CH2)p- wherein p is 0, 1 or 2; 

B is 
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"Y / 




B' is 




Dis -(CH 2 ) m C(0)- or-(CH 2 )q- 



wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 



E is C10 to C20 alkyl or -C(0)-(C9 to Ci9)-alkyl, wherein the alkyl is straight or 
branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r wherein r is 0, 1,2, or 3; 

R1 , R2, R3, R1\ R2', and R3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)OR5, R6O2SNH- and -S(0)2NH2; 



wherein n is 0, 1 , 2 or 3; 

R5 is lower alkyl; and 
R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the substituents 
are 1-3 groups independently selected from the group consisting of lower alkyl, lower 
alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and dilower alkylamino . 

58. A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 
claim 57 and a pharmaceutical^ acceptable carrier. 



R4 is 
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59. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount ot 
the composition of claim 57. 

60. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 



y£0 

m 

£3 

.in 



s 
nj 

m 
S 



15 



20 



(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (VIIA) or (VIIB): 



B' — D 




(VIIA) 



or 



f 


A 




N 



O R4 

(VIIB) 

or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formulae (VIIA) or (VIIB) or of the isomers thereof, or prodrugs of the compounds 
of Formulae (VIIA) or (VIIB) or of the isomers, salts or solvates thereof, wherein in 
Formulae (VIIA) and (VIIB):: 

A is -CH=CH-, -C=C- or -(CH2)p- wherein p is 0, 1 or 2; 

B is 
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B' is 




D is -(CH2)mC(0)- or -(CH2)q- wherein m is 1 , 2, 3 or 4 and q is 2, 3 or 4; 

E is C10 to C20 alkyl or -C(0)-(C9 to Ci9)-alkyl, wherein the alkyl is straight or 
branched, saturated or containing one or more double bonds; 

R is hydrogen, C1-C15 alkyl, straight or branched, saturated or containing one 
or more double bonds, or B-(CH2)r wherein r is 0, 1 , 2, or 3; 

R1 , R2, R3, Rv, R2\ and R3' are independently selected from the group 
consisting of hydrogen, lower alkyl, lower alkoxy, carboxy, NO2, NH2, OH, halogeno, 
lower alkylamino, dilower alkylamino, -NHC(0)OR5, R6O2SNH- and -S(0)2NH2; 

R4 is 



wherein n is 0, 1 , 2 or 3; 

R5 is lower alkyl; and 
R6 is OH, lower alkyl, phenyl, benzyl or substituted phenyl wherein the substituents 
are 1-3 groups independently selected from the group consisting of lower alkyl, lower 
alkoxy, carboxy, NO2, NH2, OH, halogeno, lower alkylamino and dilower alkylamino, 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 




61 . A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
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step of administering to a mammal in need of such treatment an effective amount of 
the therapeutic combination of claim 60. 

62. A composition comprising: 

(a) at least one bile acid sequestrant; and 

(b) at least one sterol absorption inhibitor represented by Formula (VIII): 




or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 
of Formula (VIII) or of the isomers thereof, or prodrugs of the compounds of Formula 
(VIII) or of the isomers, salts or solvates thereof, wherein, in Formula (VIII) above, 
R26 is H orOG 1 ; 

G and G 1 are independently selected from the group consisting of 




OH, G is not H; 



R, R a and Rp are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy or-W-R 30 ; 
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W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31)-, -NH-C(0)-N(R31)- and 
-0-C(S)-N(R31)-; 

R2 and R6 are independently selected from the group consisting of H, (Ci- 
5 C6)alkyl, aryl and aryl(C-|-C6)alkyl; 

R3, r4 r5, R 7 ? R 3a and R 4a 

are independently selected from the group 
consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and 
-C(0)aryl; 

R^O j s selected from the group consisting of R 32 -substituted T, 

M 

pio R 32 -substituted-T-(Ci -C6)alkyl, R 32 -substituted-(C2-C4)alkenyl, 
m R 32 -substituted-(Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and 



Ul R 32 -substituted-(C3-C7)cycloalkyl(Ci-C6)alkyl; 

=P R 3 ^ is selected from the group consisting of H and (Ci-C4)alkyl; 

a T is selected from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 

pi5 oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
Ul imidazolyl and pyridyl; 

m R 32 is independently selected from 1-3 substituents independently selected 

from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
20 (Ci-C4)alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-G(0)-N((Ci-C4)alkyl)2, -C(0)-(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and 
pyrrolidinylcarbonyl; or R 32 is a covalent bond and R 3> l , the nitrogen to which it is 

attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N- 
25 methylpiperazinyl, indolinyl or morpholinyl group; 

Ar1 is aryl or R^-substituted aryl; 

Ar 2 is aryl or -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 
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™ | ( Rl3 )a 
forms the spiro group /tr~ ; anu 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

5 -(CH2)e-E-(CH2)r, wherein E is -O-, -C(O)-, phenylene, -NR 22 - or - 

S(O)0-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 
-(C2-C6)alkenylene-; and 
y, -(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 0- 

Q 5, provided that the sum of f and g is 1 -6; 

IJiO Rl 2 is 

N 

W -CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NO" ; 

q R 13 and R 14 are independently selected from the group consisting of 

M -CH2-, -CH(C1 -C6 alkyl)-, -C(di-(Ci -C6) alkyl), -CH=CH- and 

adjacent R 14 , form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 
provided that when R 1 3 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1 ; 
provided that when R 14 is -CH=CH- or -C(C-|-C6 alkyl)=CH-, b is 1 ; 
provided that when a is 2 or 3, the R 13 's can be the same or different; and 
20 provided that when b is 2 or 3, the R 14 's can be the same or different; 

and when Q is a bond, R1 also can be: 

R15 R 17 R 15 R15 



-M-Y d -C-Z h -, -X m -(C) S -Y n -(C),-Z p - or _x r (C) v -Y k -S(O) 0 . 2 -; 
R 16 R 18 R 16 pie 

M is -O-, -S-, -S(O)- or -S(0)2-; 
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X, Y and Z are independently selected from the group consisting of -CH2-, - 
CH(C1-C6)alkyl- and -C(di-(Ci-C6)alkyl); 

R 10 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of 
(Ci-C6)alkyl, -OR19, -0(C0)R19, -0(CO)OR21, -0(CH2)1-50R 19 , 
-O(CO)NR 19 R 2 0, -NR19R20, -NR 1 9(CO)R 2 0, .NRl9(CO)OR21 , 
-NR 1 9(CO)NR20R25 t -NR 1 9S02R 21 , -COOR 1 9, -CONR19R20, -COR 19 , 
-SO2NR19r20 ? S(O)0-2R 21 , -0(CH2)1-10-COOR19, 

-O(CH2)1-10CONR19r20 i -(C1-C6 alkylene)-COORl9, -CH=CH-COORl9 f 
-CF3, -CN, -NO2 and halogen; 

R 1 5 and R 1 ^ are independently selected from the group consisting of 
-OR19, -0(C0)R19 ( -0(CO)OR21 and -O(CO)NR19r20 ; 

R 16 and R 18 are independently selected from the group consisting of H, 
(Ci-C6)alkyl and aryl; or R 15 and R 1 6 together are =0, or R 17 and R 18 together are 
=0; 

d is 1,2 or 3; 

h is 0, 1, 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1, and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and provided 
that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-X r (C) v -Y k -S(O) 0 _ 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 



- 126 - 



R 1 9 and R20 are independently selected from the group consisting of H, (Ci- 
C5)alkyL aryl and aryl-substituted (C-|-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R 24 -substituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R19 or-COORl9 ; 

5 R 23 and R 24 are independently 1-3 groups independently selected from the 

group consisting of H, (Ci-C6)alkyl, (C-|-C6)alkoxy, -COOH, NO2, 

-NR 19 R 20 , -OH and halogeno; and 

R 2 5 is H, -OH or (C-|-C6)alkoxy. 

J 

|io 63. A pharmaceutical composition for the treatment or prevention of a 



jfj vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 

SI 



UJ 



m 



of a mammal, comprising a therapeutically effective amount of the composition of 
claim 62 and a pharmaceutical^ acceptable carrier. 



yL 15 64. A method of treating or preventing a vascular condition, diabetes, 

obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 



£j step of administering to a mammal in need of such treatment an effective amount of 

ry 

the composition of claim 62. 

20 65. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one sterol absorption inhibitor represented 
by Formula (VIII): 

25 

Ar 1 -R 1 -Q 




(VIM) 
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ru 
m 
a 



or isomers thereof, or pharmaceutically acceptable salts or solvates of the compounds 
of Formula (VIII) or of the isomers thereof, or prodrugs of the compounds of Formula 
(VIII) or of the isomers, salts or solvates thereof, wherein, in Formula (VIII) above, 
R26 js H or OG^; 

G and G 1 are independently selected from the group consisting of 

OJ^nR 4 gjrfj OR 4 o-^° R? 
-^)...IOR 3 , _()...lOR 3 , -CH 2 hT )->IOR 5 



H, 



O-C O-C 

CQ 2 R 2 CH 2 OR 6 OR 3 OR 



H- OR 3a 
O R 4a rv I >vR 



R 4a Q; X ^ 
and A 9 R3 0 ^O^CH 2 R^ ; 



m 

m ~" ^'(^V provided that when R 2 ^ is H or 



R 4 0//^Y 

^O^CH 2 R £ 



OH, G is not H; 

R, R a and R D are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy or -W-R 30 ; 
W is independently selected from the group consisting of 
10 -NH-C(O)-, -O-C(O)-, -0-C(0)-N(R31 )-, -NH-C(0)-N(R31 )- and 
-0-C(S)-N(r31)- ; 

R 2 and R 6 are independently selected from the group consisting of H, (C1- 
C6)alkyi; aryl and aryl(Cl=C6)alkyl; 

R 3 , R 4 , R 5 , R 7 , R 3a and R 4a are independently selected from the group 
15 consisting of H, (C-j-C6)alkyl, aryl(C-|-C6)alkyl, -C(0)(C-|-C6)alkyl and 
-C(0)aryl; 

R 30 is selected from the group consisting of R 32 -substituted T, 
R 32 -su bstituted-T-(C 1 -C6 )al kyl , R 32 -su bstituted-(C2-C4 )a I ke nyl , 
R 32 -substituted-(C 1 -C6 )alkyl , R 32 -su bstituted-(C3-C7)cycloal kyl and 
20 R 32 -substituted-(C3-C7)cycloalkyl(Ci -C6)alkyl; 
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R 31 is selected from the group consisting of H and (Ci-C4)alkyl; 

T is Rfilfinted from the group consisting of phenyl, furyl, thienyl, pyrrolyl, 
oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, pyrazolyl, 
imidazolyl and pyridyl; 

R 32 js independently selected from 1-3 substituents independently selected 
from the group consisting of halogeno, (Ci-C4)alkyl, -OH, phenoxy, 
-CF3, -NO2, (Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, 
(Ci-C4)alkylsulfinyl, (Ci-C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, 
-C(0)-N((Ci-C4)alkyl)2, -C(OHCi-C4)alkyl, -C(0)-(Ci-C4)alkoxy and 
pyrrolidinylcarbonyl; or R^2 j s a covalent bond and R 3 ^ , the nitrogen to which it is 

attached and R 32 form a pyrrolidinyl, piperidinyl, N-methyl-piperazinyl, indolinyl or 
morpholinyl group, or a (Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N- 
methylpiperazinyl, indolinyl or morpholinyl group; 

Ar1 is aryl or R^O-substituted aryl; 

Ar2 is aryl or R^ 1 -substituted aryl; 

Q is a bond or, with the 3-position ring carbon of the azetidinone, 

V-(R 13 )a 

forms the spiro group (R 14 ),!— 1 ; and 

R 1 is selected from the group consisting of 

-(CH2)q-, wherein q is 2-6, provided that when Q forms a spiro ring, q 
can also be zero or 1 ; 

-(CH2)e-E-(CH2)r, wherein E is -O-, -C(O)-, phenylene, -NR 2 2- Q r - 
S(O)0-2-, e is 0-5 and r is 0-5, provided that the sum of e and r is 1-6; 

-(C2-C6)alkenylene-; and 

-(CH2)f-V-(CH2)g-, wherein V is C3-C6 cycloalkylene, f is 1-5 and g is 0- 
5, provided that the sum of f and g is 1-6; 
Rl2 is 

-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or - + NCT ; 
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R 13 and R 14 are independently selected from the group consisting of 
-CH?-, -CH(C1-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and 

-C(C1-C6 alkyl)=CH-; or R 12 together with an adjacent R 13 , or R 12 together with 

adjacent R 14 , form a -CH=CH- or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1, 2 or 3, provided both are not zero; 

provided that when R 13 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, a is 1 ; 

provided that when R 14 is -CH=CH- or -C(Ci-C6 alkyl)=CH-, b is 1 ; 

provided that when a is 2 or 3, the R 13 's can be the same or different; and 

provided that when b is 2 or 3, the R 14 's can be the same or different; 

and when Q is a bond, R 1 also can be: 

R 15 R 17 R 15 R 1 5 

-M-Y d -C-Z h -, -X m -(C) s -Y n -(C) t -Zp- or _x r (C) v -Y k -S(O) 0 . 2 -; 

R 16 R18 R 16 R16 

M is -O-, -S-, -S(O)- or -S(0)2-; 

X, Y and Z are independently selected from the group consisting of -CH2-, - 
CH(Ci-C6)alkyl- and -C(di-(C-|-C6)alkyl); 

RlO and R^ 1" are independently selected from the group consisting of 
1-3 substituents independently selected from the group consisting of 

(Ci-C6)alkyl, -ORI 9 , -0(C0)R19 -0(CO)OR 2 1 , -0(CH2)1-50R 19 , 
-©(CONRlQR^, -NR19r 2 0, -NR19(C0)R 20 , -NRl9(CO)OR 21 , 
-NR19(CO)NR 2 OR 2 5, -NR19s02R 21 , -COOR 19 , -CONR19r20 ? -COR 19 , 
-SO2NR19r20 j S(O)0-2R 21 . -O(CH2)1-10-COOR19 j 

-O(CH2)1-10CONR''9r20 j -(C1-C6 alkylene^COOR^, -CH=CH-COORl9 > 
-CF3, -CN, -NC-2 and halogen; 

R 1 ^ and R 1 ^ are independently selected from the group consisting of 
-OR19, -0(C0)R19, -0(CO)OR 2 1 and -O(CO)NRl 9 R 2 0; 
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R 16 and R 18 are independently selected from the group consisting of H, 
(Ci -C@)a!ky! and aryl; or R1 5 an( j r1 6 together are =0, or R 1 7 and R 1 8 together are 
=0; 

d is 1, 2 or 3; 

h is 0, 1, 2, 3 or 4; 

s is 0 or 1 ; t is 0 or 1 ; m, n and p are independently 0-4; 
provided that at least one of s and t is 1 , and the sum of m, n, p, s and t is 1-6; 
provided that when p is 0 and t is 1 , the sum of m, s and n is 1-5; and provided 
that when p is 0 and s is 1 , the sum of m, t and n is 1-5; 
v is 0 or 1; 

j and k are independently 1-5, provided that the sum of j, k and v is 1-5; 

R 15 

-X r (C) v -Y k -S(O) 0 _ 2 - 
and when Q is a bond and R 1 is R 16 , Ar 1 can also be. 

pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, pyrazolyl, thiazolyl, pyrazinyl, 
pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H, (Ci- 
C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R 21 is (Ci-C6)alkyl, aryl or R 24 -substituted aryl; 

R 22 is H, (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R 19 or-COOR 19 ; 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Cl--C6)alkyl,.(Ci-C6)alkoxy, -COOH, NO2, 

-NR^ 9 R 2 0, -OH and halogeno; and 

R 2 5 is H, -OH or (Ci-C6)alkoxy, 
wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal. 

66. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
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step of administering to a mammal in need of such treatment an effective amount of 
the therapeutic combination of claim 65. 

67. A composition comprising: 

(a) at least one bile acid sequestrant; and 

(b) at least one sterol absorption inhibitor represented by Formula (IX): 



OR 1 

□ Ar 1 — CH — Q 

Q 

In 
w 1 



f -3 

fa a 

"ho 




(IX) 



or isomers thereof, or pharmaceutical^ acceptable salts or solvates of the compounds 

E 

□ of Formula (IX) or of the isomers thereof, or prodrugs of the compounds of Formula 
Pj (IX) or of the isomers, salts or solvates thereof, wherein in Formula (IX): 

£ R 26 is selected from the group consisting of: 

rtJ 15 a) OH; 

b) OCH 3 ; 

c) fluorine and 

d) chlorine. 

R 1 is selected from the group consisting of 

O^yDR 4 OR^JDR 4 0^ 0R7 

_().„ior 3 , -(N.mior 3 . -ch 2 hT )-.iior 5 , 

> C0 2 R 2 V CH 2 OR 6 OR 3 OR 



# 



m 
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-SO3H; natural and unnatural 



amino acids. 



R, R a and R b are independently selected from the group consisting of H, -OH, 
halogeno, -NH2, azido, (Ci-C6)alkoxy(Ci-C6)-alkoxy and -W-R 30 ; 

W is independently selected from the group consisting of 
-NH-C(O)-, -O-C(O)-, -0-C(0)-N(R 31 )-, -NH-C(0)-N(r31)- and -0-C(S)-N(R 3 1)-; 



Up consisting of H, (Ci-C6)alkyl, aryl(Ci-C6)alkyl, -C(0)(Ci-C6)alkyl and -C(0)aryl; 
l_ R30 is independently selected form the group consisting of R 32 -substituted T, 

M 

hi 10 R 32 -substituted-T-(Ci-C6)alkyl, R 32 -substituted-(C2-C4)alkenyl, R 32 -substituted- 

m 

m (Ci-C6)alkyl, R 32 -substituted-(C3-C7)cycloalkyl and R 32 -substituted-(C3- 

Q 

ry C7)cycloalkyl(Ci -C6)alkyl; 

R 3 1 is independently selected from the group consisting of H and (Ci-C4)alkyl; 
T is independently selected from the group consisting of phenyl, furyl, thienyl, 
15 pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, iosthiazolyl, benzothiazolyl, thiadiazolyl, 
pyrazolyl, imidazolyl jand pyridyl; 

R 32 is independently selected from 1-3 substituents independently selected 
from the group consisting of H, halogeno, (Ci-C4)alkyl, -OH, phenoxy, -CF3, -NO2, 
(Ci-C4)alkoxy, methylenedioxy, oxo, (Ci-C4)alkylsulfanyl, (Ci-C4)alkylsulfinyl, (C1- 
20 C4)alkylsulfonyl, -N(CH3)2, -C(0)-NH(Ci-C4)alkyl, -C(0)-N((Ci-C4)alkyl)2, -C(O)- 
(Ci-C4)alkyl, -C(0)-(Ci-C4)alkoxy and pyrrolidinylcarbonyl; or R 32 is a covalent 

bond and R 31 , the nitrogen to which it is attached and R 32 form a pyrrolidinyl, 
piperidinyl, N-methyl-piperazinyl, indolinyl or morpholinyl group, or a 



13 5 

□ 
'ill 
S| 

m 

hi 



R 2 and R^ are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl(Ci-C6)alkyl; 
R 3 , R4, R5, R7 f R 3a and R 4a 

are independently selected from the group 
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(Ci-C4)alkoxycarbonyl-substituted pyrrolidinyl, piperidinyl, N-methylpiperazinyl, 
indolinyl or morpholinyl group; 

Ar 1 is aryl or R 10 -substituted aryl; 

Ar 2 is aryl or R 1 1 -substituted aryl; 

Q is -(CH2)q-, wherein q is 2-6, or, with the 3-position ring carbon of the 
azetidinone, 



R 13 and R 14 are independently selected from the group consisting of -CH2-, - 
CH(Ci-C6 alkyl)-, -C(di-(Ci-C6) alkyl), -CH=CH- and -C(Ci-C6 alkyl)=CH-; or R 12 

together with an adjacent R 13 , or R 12 together with an adjacent R 14 , form a -CH=CH- 
or a -CH=C(Ci-C6 alkyl)- group; 

a and b are independently 0, 1 , 2 or 3, provided both are not zero; provided that 
when R 13 is -CH=CH- or-C(Ci-C6 alkyl)=CH-, a is 1; provided that when R 14 is 
-CH=CH- or -C(C1 -C6 alkyl)=CH-, b is 1 ; provided that when a is 2 or 3, the R 1 3, s can 

be the same or different; and provided that when b is 2 or 3, the R 14 's can be the 
same or different; 

R10 and R 1 1 are independently selected from the group consisting of 1-3 
substituents independently selected from the group consisting of (Ci-C6)alkyl, -OR 19 , 
-0(CO)R 19 , -0(CO)OR 21 , -0(CH2)1-50R 19 , -O(CO)NR 19 R 2 0, .MR19R20, 
-NR19(CO)R 2 0, -NR 1 9(CO)OR 2 1, -NR19(CO)NR 2 0r 2 5, -NR 19 S02R 21 , -COOR19, 
-CONR19r20 > -COR 19 , -SO2NR 19 R 2 0, S(O)0-2R 21 , -0(CH2)1-10-COOR 19 , 

-0(CH2)1-10CONR 19 R 20 , -(C1-C6 alkylene)-COOR 19 , -CH=CH-COOR 19 , -CF3, - 
CN, 

-NO2 and halogen; 



forms the spiro group (R )b 
R 12 is 




-CH-, -C(C r C 6 alkyl)-, -CF-, -C(OH)-, -C(C 6 H 4 -R 23 )-, -N-, or 



- + NO- ; 
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Ar 1 can also be pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, 
nyra7olyl : thiazolyl. pyrazinyl, pyrimidinyl or pyridazinyl; 

R 19 and R 20 are independently selected from the group consisting of H, 
(Ci-C6)alkyl, aryl and aryl-substituted (Ci-C6)alkyl; 

R21 is (Ci-C6)alkyl, aryl or R 24 -substituted aryl; 

R22 js H, (Ci-C6)alkyl, aryl (Ci-C6)alkyl, -C(0)R 19 or -COOR 19 ; 

R 23 and R 24 are independently 1-3 groups independently selected from the 
group consisting of H, (Ci-C6)alkyl, (Ci-C6)alkoxy, -COOH, NO2, -NR1 9 R 2 0, -OH 
and halogeno; and 

R 2 5 is H, -OH or (Ci-C6)alkoxy. 

68. A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 
claim 67 and a pharmaceutical^ acceptable carrier. 

69. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 67. 

70. A composition-comprising: (a) at least one-bileacid_sequestrant; and (b) 
at least one substituted azetidinone compound or a pharmaceutical^ acceptable salt 
or solvate thereof, or prodrug of the at least one substituted azetidinone compound or 
of the isomers, salts or solvates thereof. 

71 . A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 
claim 70 and a pharmaceutical^ acceptable carrier. 
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72. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 70. 

5 

73. A therapeutic combination comprising: 

(a) a first amount of at least one bile acid sequestrant; and 

(b) a second amount of at least one substituted azetidinone compound or a 

Hio pharmaceutical^ acceptable salt or solvate thereof, or prodrug of the at 

D 

jg least one substituted azetidinone compound or of the isomers, salts or 

V] solvates thereof, 

M 

Lfi wherein the first amount and the second amount together comprise a therapeutically 

EL- a 

2 effective amount for the treatment or prevention of a vascular condition, diabetes, 

L 15 obesity or lowering a concentration of a sterol in plasma of a mammal. 

O 

j-jjjj 74. A pharmaceutical composition for the treatment or prevention of a 

P vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 

l si 

of a mammal, comprising a therapeutically effective amount of the composition of 
20 claim 73 and a pharmaceutical^ acceptable carrier. 



75. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal,xomprisingjthe 
step of administering to a mammal in need of such treatment an effective amount of 
25 the composition of claim 73. 



76. A composition comprising: (a) at least one bile acid sequestrant; and (b) 
at least one substituted p-lactam compound or a pharmaceutically acceptable salt or 
solvate thereof, or prodrug of the at least one substituted p-lactam compound or of the 
30 isomers, salts or solvates thereof. 
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77. A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 
claim 76 and a pharmaceutically acceptable carrier. 

5 

78. A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 
the composition of claim 76. 

10 

P 79. A therapeutic combination comprising: 

P 

Ul (a) a first amount of at least one bile acid sequestrant; and 

m 

In jj 

% (c) a second amount of at least one substituted p-lactam compound or a 

115 pharmaceutically acceptable salt or solvate thereof, or prodrug of the at 



least one substituted p-lactam compound or of the isomers, salts or 
solvates thereof, 

wherein the first amount and the second amount together comprise a therapeutically 
effective amount for the treatment or prevention of a vascular condition, diabetes, 
20 obesity or lowering a concentration of a sterol in plasma of a mammal. 

80. A pharmaceutical composition for the treatment or prevention of a 
vascular condition, diabetes, obesity or lowering a concentration of a sterol in plasma 
of a mammal, comprising a therapeutically effective amount of the composition of 

25 claim 79 and a pharmaceutically acceptable carrier. 

81 . A method of treating or preventing a vascular condition, diabetes, 
obesity or lowering a concentration of a sterol in plasma of a mammal, comprising the 
step of administering to a mammal in need of such treatment an effective amount of 

30 the composition of claim 79. 



